Background: Most of readmission prediction models are implemented at the time of patient discharge. However, interventions which include an early in-hospital component are critical in reducing readmissions and improving patient outcomes. Thus, at-discharge high-risk identification may be too late for effective intervention. Nonetheless, the tradeoff between early versus at-discharge prediction and the optimal timing of the risk prediction model application remains to be determined. We examined a high-risk patient selection process with readmission prediction models using data available at two time points: at admission and at the time of hospital discharge. Methods: An historical prospective study of hospitalized adults (≥65 years) discharged alive from internal medicine units in Clalit's (the largest integrated payer-provider health fund in Israel) general hospitals in 2015. The outcome was all-cause 30-day emergency readmissions to any internal medicine ward at any hospital. We used the previously validated Preadmission Readmission Detection Model (PREADM) and developed a new model incorporating PREADM with hospital data (PREADM-H). We compared the percentage of overlap between the models and calculated the positive predictive value (PPV) for the subgroups identified by each model separately and by both models. Results: The final cohort included 35,156 index hospital admissions. The PREADM-H model included 17 variables with a C-statistic of 0.68 (95% CI: 0.67-0.70) and PPV of 43.0% in the highest-risk categories. Of patients categorized by the PREADM-H in the highest-risk decile, 78% were classified similarly by the PREADM. The 22% (n = 229) classified by the PREADM-H at the highest decile, but not by the PREADM, had a PPV of 37%. Conversely, those classified by the PREADM into the highest decile but not by the PREADM-H (n = 218) had a PPV of 31%. Conclusions: The timing of readmission risk prediction makes a difference in terms of the population identified at each prediction time point -at-admission or at-discharge. Our findings suggest that readmission risk identification should incorporate a two time-point approach in which preadmission data is used to identify high-risk patients as early as possible during the index admission and an "all-hospital" model is applied at discharge to identify those that incur risk during the hospital stay.
Background
Interventions that are aimed at the prevention of hospital readmissions are increasingly guided by computerized risk prediction models, which identify high-risk patients [1] . To date, most readmission prediction models are implemented upon patient discharge [2] . A growing body of evidence, however, indicates that interventions that include an early in-hospital component, such as comprehensive discharge planning [3] , are key to reducing readmissions, thus, highlighting the need for early, within hospitalization high-risk prediction.
Early high-risk patient identification is becoming increasingly possible. With the advent of electronic health records (EHRs) [4] , detailed data on key risk factors, including clinical and healthcare utilization, are also available from the preadmission period [5] . Previously, we showed that such a pre-admission prediction model (the Preadmission Readmission Detection Model [PREADM]) provides accurate high-risk assessment [6] . Similarly, a multi-condition electronic model, based on data available at admission, showed that meaningful patient-level risk stratification of readmission risk can occur early in the hospital stay without the need to wait for further information at time of discharge [7] . A recent review has demonstrated that preadmission prediction models performed comparably well to the at-discharge models [2] .
Whether identification of patients at high-risk for readmission should be performed at the beginning or at the end of the index hospitalization is not only a question of predictive accuracy, it also depends on the types of readmission prevention interventions to which highrisk patients are referred. Thus, in-hospital interventions can benefit from early high-risk identification of targeted patients, and programs targeting the post-hospitalization phase, should rely on risk prediction at the time of discharge. Thus, the trade-off between early versus atdischarge prediction and the optimal timing of high-risk case identification remains to be determined. To address this gap, the aim of this study was to examine a high-risk patient selection with readmission prediction models using data available at two time points: (1) at admission and (2) at the time of hospital discharge.
Methods

Study design and setting
We conducted a historical prospective cohort study of adult members from Clalit Health Services (Clalit), the largest of four integrated payer-provider health funds, which covers over 52% of the Israeli population (more than 4.2 million patients). Clalit's data warehouse includes clinical information, administrative data on patient demographics and healthcare service utilization, community clinic information (preventive care, risk factors, primary care and specialist visits), hospital records, and laboratory and pharmacy data (prescribing and dispensing).
Study population
Our cohort included all hospitalized older adults (≥65 years) discharged alive from internal medicine units in one of Clalit's eight general hospitals in 2015 (1/1/2015 to 31/12/2015). We excluded individuals who died during the index hospitalization, were transferred to another facility, or did not have continuous membership in Clalit 1 year before the index hospitalization and 30 days after (less than 1% of the Clalit membership). Hospitalizations with lengths of stay (LOS) of less than one night were also excluded to avoid including observation stays. All datasets were made anonymous, in keeping with the standard operating procedures of Clalit's Data Extraction Committee. The study was approved by Clalit's institutional review board.
Study outcome
The outcome of interest was all-cause 30-day emergency (unplanned) readmissions to any internal medicine ward at any hospital in Israel.
Study predictors
To compare the preadmission with at-discharge prediction models, we used the previously validated PREADM model and developed a new model incorporating PRE-ADM [6] with hospital data (PREADM-H). For the atdischarge model we used combined preadmission and within-hospitalization data, as this approach has previously shown the highest prediction accuracy [8] .
The PREADM allows early identification of high-risk patients upon hospital admission to an internal medicine unit [6] . The PREADM has been in use in Clalit since 2012 to direct the readmission prevention strategy for high-risk patients on the second day of admission to any hospital throughout Israel, and in primary care interventions aimed at counseling high-risk patients upon discharge from the hospital. The model includes: six chronic conditions (congestive heart failure, chronic obstructive pulmonary disease, chronic renal failure, malignancy, arrhythmia, and disability), number of primary care and specialist visits, number of days since last hospitalization, number of hospital admissions in the past year, body mass index, and an indicator for the hospital's catchment area.
Data from the index admission period were based on variables from the widely used and well-validated HOSPITAL model [9] . The HOSPITAL model was previously incorporated into an admission model showing good discriminatory power (C-statistic of 0.72 in the United States and Canadian hospitals and 0.68 in Swiss hospitals) [10] .
The risk factors included the above 11 variables from the PREADM and six unique predictor variables (not including the number of previous hospitalizations, as it already appears in the PREADM) from the HOSPITAL model, including last available hemoglobin before discharge, discharge from oncology treatment, last available sodium level before discharge, any procedure performed during the index admission, type of index admission, and LOS.
Data analysis
We compared the characteristics of patients with and without 30-day readmission using the chi-squared tests for categorical variables and t-tests for continuous variables. For derivation of the combined PREADM-H model we randomly split the sample into separate derivation (70%) and validation cohorts (30%). We used the generalized estimating equations approach, as admissions are nested within individuals [11] . We assessed the model's discrimination using the validation cohort with the C-statistic that measures the trade-off between true positives and false negatives at all possible thresholds. Model calibration was assessed by comparing predicted with observed probabilities of readmission by top decile and quintile of risk. For each model (PREADM and PREADM-H), we calculated the positive predictive value (PPV) for the 10 and 20% highest risk categories.
We then compared the percentage of overlap between the models for each of the 10 and 20% cut-points (i.e., the percentage of patients identified as being in the same high-risk category by each model separately and by both models) and calculated the PPV for the subgroups identified by each model separately and by both models. We conducted all analyses using R version 3.2.2.
Results
The final cohort included 35,156 index hospital admissions (24,510 unique inpatients) after we excluded 5096 patient's admissions who died before discharge or did not have a continuous membership in Clalit. The flowchart for selection of the study's population appears in Fig. 1 . The study population was 47.9% male, 78.9 years of age on average, and predominantly Jewish (88.4%). The mean index hospital admission lasted 5.3 days, and 6933 (19.7%) index admissions resulted in 30-day readmission (Table 1) . Patients who were readmitted differed from non-readmitted patients in terms of their demographic, clinical and prior health service use characteristics.
Model derivation was performed on 24,599 admissions and tested on 10,557 admissions. Our final model included 17 variables; the 11 PREADM model variables, and six from the HOSPITAL model. In the validation cohort, the PREADM-H model had fair discrimination, with a C-statistic of 0.68 (95% CI: 0.67-0.70). The PPV of the PREADM-H model in the highest risk categories (top 10 and 20%) was 43.0 and 36.1%, respectively and sensitivity and specificity in top 10% was 21.1 and 92.9% respectively ( Table 2 ). Figure 2 shows that 78% of those categorized by the PREADM-H at the highest decile of risk (with a PPV of 45%) were classified similarly by the PREADM model. The remaining 22% who were classified by the PREADM-H highest decile, but not by the PREADM, had a PPV of 37%. Conversely, those classified by the PREADM into the highest decile but not by the PREADM-H (n = 218) had a PPV of 31%. A similar picture emerged when examining the differences in populations identified as the 20% highest risk group. In the highest quintile, 82% of those categorized by the PREADM-H (with a PPV of 38%) were also categorized at the highest quintile by the PREADM. The PPV for the remaining 18% who were not identified by the PREADM at the highest quantile was 29%. Thus, applying the PREADM at baseline and PREADM-H at-discharge allowed for accurate detection of an additional 85 subsequently readmitted patients (37% of 229 patients), with a cutoff point for the 10% highest risk group, and 110 patients (31% of 359 patients), using a cutoff point for the 20% highest risk group, who would have otherwise been missed. A detailed account of percent of patients detected at high-risk for 30-day readmission atadmission (PREADM) vs. at-discharge (PREADM-H) appears in Fig. 3 .
The characteristics of the two non-overlapping populations appear in Table 3 . Patients with a high-risk PRE-ADM score who were not identified as high-risk according to the PREDM-H model had more disability (71.6% vs. 55.5%, p value = 0.001), more chronic renal 
Discussion
Our results show that the timing of hospital readmission risk prediction both at admission and discharge should be considered when making the decision regarding which population should and can be identified for inclusion in readmission prevention programs. Use of the PREADM model allowed for early identification of highrisk patients, yet missed a portion (18-22%, depending on whether a 10% or 20% highest risk cut-off was used) whose readmission risk was almost as high. Alternatively, the PREADM-H enabled accounting for risk factors that accrued during the hospital stay, though missed some patients who had an a priori high-risk according to the PREADM and whose actual re-hospitalization rate was much higher than the general population (31% readmission rate). Also, as expected, the clinical characteristics of the population that was identified as high-risk by the PREADM-H model was different than those who were identified by the PREADM model (especially as to the within hospital risk-factors). Malignancy, arrhythmia, and number of primary care and specialist visits in the past year were statistically significantly associated with readmission in the univariate analysis (Table 1) , and in PREADM model [6] . Yet, when included in a model with variables from the admission period (PREADM-H) they are no longer statistically significant. This is probably due to the inclusion of the LOS variable, which possibly also indirectly captures the complexity and severity of the patient's overall condition. This is similar to at least part of the contribution of the above stated variables, which may explain why they were no longer statistically significantly associated with the readmission outcome. Taken together, our findings suggest that readmission risk identification should incorporate a two-time-point approach in which preadmission data are used to identify high-risk patients as early as possible during the index admission (with a PREADM type of algorithm) and an at-discharge "all-hospital" model (such as the PREADM-H model), which is applied to identify those who incur risk during the hospital stay. A two-time-point risk identification approach is also compatible with evidence that reports on the effectiveness of readmission prevention interventions. Systematic reviews [3, 12, 13] have repeatedly shown that no intervention implemented alone is associated with reduced risk for 30-day readmissions. Rather, interventions including components that are implemented before and after discharge, such as transitional nurse visits and discharge follow-up appointments, achieve the greatest reduction in hospital readmissions [14] [15] [16] [17] .
While the PREADM model, already in use in Clalit for early identification of high-risk patients and guiding physicians and nurses in prioritizing patients for inclusion in early readmission preventive programs that are tailored to meet their ongoing care needs (e.g., discharge planning or referral to a transitional nurse care). This study shows that there is value in the PREADM-H model being incorporated into practice to inform interventions implemented at the point of discharge, as well as communicated to the primary or ambulatory care teams to allow for selection of patients for inclusion in post-discharge targeted interventions. Our results provide an example of the potential complementary implementation of the predictive models to maximize their power in identifying various groups of high-risk patients for inclusion in within as well as postdischarge interventions. This study's findings add to the recent literature that addresses the need for new modeling approaches that provide innovative, actionable insights for risk stratification to improve the ability to prevent hospital readmissions [18] . An example of such an approach is multi-hypotheses causal analysis, which generates meaningful insights from health care claims data, guiding the design of care and intervention programs by developing more personalized interventions based on readmission risk associated with specific comorbidities [18] or improved understanding of causes of asthma-related readmission [19] . This is similar to our approach which identifies various groups of highrisk patients for inclusion in interventions by checking the patient's risk at different time points throughout the hospitalization, rather than providing broad-scope interventions for all individuals.
Another consideration in the applicability of riskprediction models relates to the compatibility between the type of analytical approach used for the development of the model and the purpose of the use of the model. For example, a model developed for risk adjustment purposes to allow for fair comparisons amongst hospitals' readmission rates should be developed retrospectively, for which timely data availability does not play a factor [20] . Yet, a predictive model that evaluates patients atrisk for deciding on inclusion in preventive interventions requires the inclusion of data available in real-time from an EHR [21] .
Limitations
Although the patient sample was taken from a large integrated health fund, and the types of data used are similar to those used by other healthcare systems, our results may not be generalizable to other settings where clinic and hospital data are not linked. Specifically, the type of data available at Clalit's EHR data warehouse may not be available elsewhere. However, with the growing use of EHRs [4] , the data included in the final PREADM-H may be increasingly available to many healthcare organizations.
As to model performance, with a PPV of 43% for a 10% threshold and the C-statistic of 0.68, our model presents fair to good accuracy. Whereas sensitivity and specificity values are very similar to the PREADM model (22.2 and 92.2% in PREADM vs. 21.1 and 92.9% in PREADM-H respectively), the PPV was better than the PREADM model (43% vs. 34.3%) [6] . Nonetheless, our detection accuracy is similar to most current models, with a c-statistic mostly around the 0.7 range [1, 2] . Also, while it is potentially possible to improve the performance of the model, the goal of this study was not to develop a completely new model, but to show how the combination of two validated models presents a comprehensive approach to readmission risk detection. Future studies that may be able to improve model accuracy, should, in addition to model performance take into consideration applicability of models, as tested and reported here.
Another limitation is that our model did not include predictors of readmission that are included in other atdischarge models (e.g., indications of complications, pathology reports, or lab values) [22] . Nonetheless, we used variables from the widely used and validated HOS-PITAL model with an aim to increase generalizability and applicability to other healthcare systems. Finally, although our results show that the PREADM-H can be applied at two points, immediately at admission and discharge, this process depends on each hospital's ability and willingness to operate identification and intervention schemes. 
